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New phenyl-heterocyclyl-ester derivs. - have M3 receptor 
antagonism, useful in treatment and prevention of rhinitis and 
functional disorders of alimentary tract, trachea and bladder 
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Phenyl-heterocyclyl-ester derivs. of formula (I), and their salts are new: 



Y - bond or methylene; 
p * 1 or 2; 
q-Oorl; 

provided that p+q « 



1 or 2; 



B(6-H, 14-E10, 14-N4) .3 




A - a gp. of formula (Ila)-(nc): 
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Z = N-R l or N*R"R 2 Q-; 

Z' « N or N*R l 'Q"; 

Q" = anion; 

m, n = 1-4; 

m + n » 3-5; 

1=1-3; 

m + 1 - 3-5; 

r, sand t - 0-3; 

r+s+t « 2 or 3; 

R l = H, lower alkyl or BR 3 ; 



R 1 ' = lower alkyl or BR 3 ; 
R 2 ~ lower alkyl; 

B - bond, lower alkylene, lower alkenylene or lower alkynylene; 
R 3 » heterocyclic gp. having 1-2 heteroatoms which may condensed 

with benzene ring and substd. by 1-2 substits. or opt. substd. 

phenyl, indenyl or naphtha lenyl. 

USE 

(I) have Ma receptor antagonism and are useful for prevention and 
treating functional disorders of alimentary tract, trachea and bladder 
and rhinitis. 

PREPARATION 
E.g. (a) 



1JP07258250-A+/1 



I S O (Vila) I 5 O 
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R 4 « H, lower alkyl or A ring; 
R 3 - H or Y-phenyl. 

(b) 




Q 2 « leaving gp.. 
EXAMPLE 

To a suspension of methyl l-phenylindoline-2-carboxylate 
(0.55g) and 3-quinuclidinol (0.3 6g) in toluene (20ml) under argon was 
added NaH (0.02g) and the mixt. was refluxed for 2 lirs. while 

__ 



removing formed methanol. After cooling to room temp., the mixt. 
was added to satd. Nad The sepd. organic layer was dried and 
vacuum distilled. The residue was dissolved in ethanol (10ml) and 
added to 4N HC1 dioxane soln. (1ml) and the solvent was vacuum 
distilled off. The residue was recrystaUised from ethanol/ether to give 
3-quinuclidinyl 1 -phenyl indoItne-2-carboxy late hydrochloride 
(0.16g), rn.pt. 20i-203°C (decomp.). (SCG) 
(28pp085DwgNo.0/0) 
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(54) ESTER DERIVATIVE 

(57) Abstract: 

PURPOSE: To obtain a novel derivative which has 
muscarine M3 receptor affinity and the receptor-antagonistic 
action, thus is useful as a prophylactic or therapeutic agent 
for dysfunction in digestive, respiratory and urinary organs 
and rhinitis. 

CONSTITUTION: This derivative is expressed by formula I 
{Y is a single bond or methylene; P is 1, 2; q is 0, 1; p+q is 
1, 2; ring A is formula II, formula III [Z is N-R 1 (R 1 is H, a 
lower alkyl); m, n are 1-4 where m+n is 3-5; r, s, t are 0-3 
where r+s+t is 2, 3]} or its salt, for example, 3-quinacridyl 1- 
phenylindoline-2-carboxylate hydrochloride. The exemplified 
compound is prepared by, for example, adding sodium 
hydroxide to a suspended mixture of methyl 
indoline-2-carboxylate and 3-quinaclidinol in toluene under 
the Ar flow atmosphere and heating the mixture under reflux 
for 2 hours, as the methanol formed by the reaction is 
removed. 
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(54) [&m<o&m 3L7><r)mmw 



mttl~4. nttl~4, m + n it 3 ~ 5 OD^ffc, 



(CH 2 ) m 

<> 

(CHz),, 

(I la) 



(57) mm] mmm) 
mm * ( i ) 



D 




(5$#. Ytt#*g-&X«:** : l/>S, pttlXtt2, q 
1*0X1*1, p + qiilXB2, AStt 5£ (II a) © 



Z(*N-RlXi*N + (Rl' ) R2 -Q- 7*3*3*15 
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m*sf»#©«6H] 

[ff#«l] Tia-flSsS (I) T*tj<Z1xZ>x.XtM 
[fti] 

o 




(l) 



10 



OIL, S;*<7)SH#«JWTG)Si5fc5:^-ro Y -. 
IZtf-lsym, P : q : 0 7bM 1 , ({EU 

p + qt±17&M2) Agtli, Tffi— «W (I I a) , 

(lib) Xli(IIc) ©ranj&»T*3a*3ft*. 

[ft 2] 

(CH 2 ) m 




<CH 2 ) n 



^(CH 2 ) r 



(lla) 




20 



MPHa), I 
(CHaUjCHa), 

(lie) 

Z : N-R1X&N+ (Rla) R2 • Q-"C^3tl&£, 
Z' : S*jg-?-XttN+-Rl» . Q-Tf^StlSS, 
Q- : »>f3«->, m : lM4fflS|S[, n:175M4© 
(fib, m+ntt3»S5©giT'feS. ) 1 : 
1 Tim 3 ©JffiR. (#U m+ltt3 7!rM5©Sa8tT?& 
5. ) r, s, t : 0BM3©M$C, r + s+t : 2X 
1*3, Ri :**JR^-, i«7^*;i/l, Xte, 5£-B 
-R3T'^$4X5*. Ri a : fii7;^M, Xtt, 5£ 
-B-R3T^3*l£S, RZ : (BRr;i/*^/2S. B : J£ 

MT;i/=¥-b>S, R 3 : ^nJR^S: lttM2«-&3& 
U '0-£>3it4:*fr&U-C ! &«l:<, fro, 17$M2{@© 

[»9§©ffMWfc3M9] 

[0 0 0 1] 
[0 0 0 2] 



30 



40 



(i, WJKMWMW, ^^^fflifO, P», ft 

£ * 3 g©-y-?'* -i -fmmt* z. t & *it ^ s„ 

aS^fttt. ¥?»««>J»ilB»K:#«Ei-*. 
[0 0 0 3] ±8BA^*'J>5KS»iSSt^fflS:^'t*ft 

^f&KlOHTW:, Ml, M2, MsSfcSttfC 

#LT#i»R«K:fe#irt-S©T*, *&£©*£«©*&««: B 

s^&©-9--/# -/©w^it*, mk M2, Mz%m 

2 2 4 9 0 9 3, 1-131145 ^fttHMB 5 ! 2 

3-133980 „ 
[0 0 0 4] 

[»W*«»ftL«fc-5fc'rSIIMl] «ft^ 
[0 0 0 5] 

(I) T*^£;ft£xx^;i,§§igtftX«^©&T*&£o 
[0 0 0 6] 
[ft 3] 

o 




[0 0 0 7] (fiU ^*©Ba-^tt«T©*i*S:a%-r. 
Y : mm^Xit^^lyym. P : 173rM2, q : 075M 
1, ({lb, p + qtilM2) Agtli, TIB-MsX; 

(Ila), (lib) XI* (He) 

[0 0 0 8] 
[ft 4] 
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/ 
(CH 2 ) n 



(lla) 




l(CH 2 )i f 
(CH 2 ) < JjCH 2 ) t 

(Itc) 

[0 0 0 9] Z : N-R1X&N+ (Rla) R2 • Q~Xm 

Q-:m-(*y. m: 17bm4 0>mm. n : 175 

S. ) 1 : (fib. m+lte3#M5 

©SHSTf**. ) r, s, t : OTirMSOfflR. r + s 

+ t : 2X1*3. Rl {£M7;b3r;b», X 

tt, ^-B-R3T*^^tl-5S, Ri-:fi»T^;i' 
& Xtt, ^-B-R3T'^$n-5S, R 2 : fr* 



•UT*>«J:<, rt»o. 



1 #S2M©fi#lgT*S&£*lT^T ; kJ:V^^a3t 
;i/3S» ^b<(i, t7^1/CJbi„ ) p + q«175M2 

P#17Jr£2T\ qtfOMl T*feoT, fro, P + q 
«i 75S2T'&3£:v^ pAUT-JioT, q# 

^-©g-^i:. pAUt'feot, q#l T-&£fl=©« 

KU>x^T-^BH»ffr (Ilia) 
[0 0 10] 
lit 5] 






-c 

I 



(Ilia) 

[0 0 11] i©S5n©»^fctt, 1, 2, 3, 

4 -rh7t FD-^y U i/mx^-JlM^fe (III 
b) 

[0 0 12] 
[it 6] 
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[0013] stc, rclsoi^iH 1, 2, 3, 
4-rh7t Fa — iV*J l> >x^T--n/BiaM* (I I 
I c) «:*!*"*- <&. 

[0 0 14] 

Mb 7] 




(lllc) 



[0 0 15] i©3 0©"fbltt^T'li. -f>FU> 

( I I I a ) jfetf 1 , 2, 3, 4-fh5tF 

a-*y 'J>ixf;mi* (nib) ##*u<, 
>f > FU>xx^;bSI#fls (ilia) -h^\zn 

[0016] ASittt, -«SC ( I I a ) , (lib) X 

i* (i i c) T?a%atisj:^fc, mmx'&-DX, mmm 
*-fc«#*Hc^tf. *t, -«« (iu)xtt(n 

b) fflAlT'tt, m+nXttm+l#3 73rS5©iHRT? 

[0 0 17] ZfrN-RlXteN* (Rla) R2 • 

Q-x-B^ti^mmt, — (I I a) Xtt (II 

c) "e^a*i*Aai««, H^T^^T'&ssxtiEMr 

Z* ^^M^-X(iN + -Ria • Q-T'^$tlSahl±. 
-jBNC (lib) -e^SiftSASRtf, Hg^7 5>T'$>S 

[0 0 18] Am&* — JR^ (I I a) Tfa^SilX**^ 
(CfeVN"C> ZtfN-RlTf^StlS-ffr&ft (I Va) 
fc, N + (Rla) R2 • Q-Tf^a*l6-fb-&* (IVb) 
fc&fllaH-*. — JK^C (I I a) T'^^tlS A^i: LT 

[0 0 19] 

Mb 8] 



(4) 

5 
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[0 0 2 0] A«#— JttSC (I I b) Xtt (I I c) 7? 

b) ttt, lfflfflSJWS^fclffl^KiSJR^fcjWB^fc 20 

&ot^5Al -flSsS (lie) T'te, 20®^M^- 
aMJBHfcfcoT^S. A«*«— jR5« (lib) Xli (I 
I c) ixfMffliil^i:^ 

<, am, «hB4:«!* 4 j»R*jsc^-et» .twnii. 
adib) xti(iic) T»ttCH2^*saa*iTt^ 

[0 0 2 1] A*#, -«5£ (lib) T»n%S4x*«^ 
tCfcWt, Z' ««aalUK : f-Tf^S*lS'fb-&« (Va) 30 
fc, N + -Ria • Q-T?^atl*'fb'&* (V b) fc&flln* 
t5„ — (I I b) T'SSWASillTIi, 575 

l-fws/iru [2. 2. i] "v7*\;m, i-r-y 

tfS/*P [3. 2. l] tfi^HS^tfajfetf&ftS. 

[0 0 2 2] 
[ft 9] 
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[0 0 2 3] A«#» (lie) T*^£*V 

**-&tcfev^r, Z^N-Ri^atlS-ffc-^* (V 

a) N* (Rla) R2 • Q-Ca*S*l<&-ffc'&* (V 

b) fc&ftfjaV*'*. 
[0 0 2 4] 

[ft 1 0 ] 



o 




[0 0 2 5] -flgS; (lie) T?s%3*i&ASltK:o^ 

T, r £ s t t £0>fttf 3 CD ft 1 1 tCflJa*-* 

*„ iifii(D£.i**&M£ls* 1 #2 

fn# 2 (D^tjft 1 2 ic, Aitb 
t> ft 1 2(C^3tl-5S*W* 

[0 0 2 6] 

[ft 1 1 ] 
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3 0 0 



0 3 0 



o o 



e 




2 1 0 



1 2 0 



0 



i i i 




2 0 1 



0 





[0 0 2 7] 
[ffcl 2] 




[0028] *mwfc^®i (i) -eii, 

SI 5 Xtt 6 flat £©«•&«#, M3«fnttKi|& 40 

*SBR»J, AStttWcffillSatifc^, 

[0 0 2 9] EfflRT:/^— 9 £&©&<<;*:/& LTtt, 
^a^JR-?-©-^:/. h'J75-K h*>l/-K * 



>, 7*;i/*-h (hcoo-) , r-fe-r— h (CH3C 
oo-) , ^nW*-K *-**i/-K vn*-h 

t^l98>f*>K:SBSn»*S*i©T**. 
[0030] *^»T'ii, <e«7;i/*;i/aSfcMu ^ 
m. i ^rM6fi©ii[«i«xtt^«pK©r-«/*;nss:3Ri»'r 

>T Vff-ti&L s e c tert-^f 

>r v/\dpi/;i/S, l 2-*^ 
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(6) 
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JVzf?)\s& 1, 2-S>*^;i/-/?-;i/S. 2, 

^■)vzf^;um. l. 3-s»t^;i/^;uas, 2, 3-i/" 
3, 3 i-x^ 
2-x^;i/^;i/S, l, l, 2-hU^ 
^•;i/^Dfcf;bS> i, 2, 2- h'j^^;i/^atf;i/S, 
l -x^;i/- i -*^-;i/:7°a i -x^-ju- 2 - 

x^;bfi, ^pbf;i/& >fv^abr;HS. ^ 
1 7?rM4 cor;!/* U 

[0 0 3 1] *^T'tt, RlXttR 13 ^, 3S-B-R3 

x^-;i/x^u>S, ^^^-;i/x^u>S, x 

i?x^;i/^^i/>S» ^^r-^^^-i^>», ^ 

^ hu^f u>i, & 

vym<Dim®Ltfi i M3®r;^ i/>3S#SF* L <, 

[0 0 3 2] ri&MTfr'r- w >»J 2 ttM 

(-ch = ch-) , -Ju^-vym 

(-CH2CH = CH-) , -/fXl/Vl, 
1/ >3S*©0i*»tf 2 75M 3 <DT?iT - V y&im*. l> 

[0033] mmrfr* - u >»j mm& 2 # 

Wtcttx*-r.u>as (-CC-) , yntfxi^^S (- 
CH2CC-) , ^f-i/>& ^^-^l/^phrxi/i/ 

(-CC-) , ^ni^xl/>^©^SS(^2 75M3<D 
[0 0 3 4] R3«, /\^nlR^*175S2fl-^i-* 



[0 0 3 5] r^-rdi^*: i;5M2«8:-£#i-S'vr 

frv"J ;i/8, -f v * -y- v u tf <j s>vi/S, t? y ^ 
10 *J-)\,m. bfU^^x;i/S, tr^SJxjUS, -f>FU;i/ 
>f > #V U -OKU S>r.;bg, 3f y u ;i/|£, 
V U x;i/S, t;U 2?=.;i/3S. * / 3Mf U x;b3£, 
i/WJx;i,S, "*>;*>f $#VU;i/£. ^>^75x 
t7fu«;- ;m, 1, 

*-9-v"n [4, 5-b] fcfus?;i/g, -fVfT'/D 
[5, 4-b] bfU^;i/S> 'OyfxxM^tf 

[0 0 3 6] tfe, rnti^AfnSi- 7xx;H, 

20 jy^r-jm. %.tf±7$i/-)vm*. emsT'gms 
i7;i/*;i/f^l, x^^^-x^s, {S^r;b^;i/x;b 

7*x;bS, Xjl/7^-;bS, Ii7;i/*MJl/7-fX 

s;^- ^ x^ u > * i/mm l < it 7 x — ;un« 

[0 0 3 7] V\>V)\U>fJ ilLTtt, h'J 

[0 0 3 8] rflHR7;U3^S/Sj £ UTti, ^ N^i/ 

h^r^S, -fV^h^r^S. sec-^h^i>S, te 
rt-7*h*i/l, ^ (7^;b^-^i/) 
-f y^>^ L ;i/^'= 3 rS/S. t e r t -/<>^;i/*^rS/ 

1, 2-S/^^;i/^P*tdri/S, l-x^^nsK^S/ 
50 & ^drS/^dri/S^t'^lf 
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[0 0 3 9] r<BR7;| / 3d|r*/* i n/jK— £ bT » 

e c -^h^ri/*;i/3i<— tert-yh^i/A^/ 
& >fVC>fWJ/*M-;HS. tert— 

^;i/>*-#i/*;i/3K^;bS, ^ic^y^^^-^ijfti^— 
;Hk 2-^^;b^S^r$/*;i/7K^;i/«, l, 2-s>* 
^;u^P7Kdri/*;i/^-;bS, \-^)\s-rms*i/ii 10 

[0040] r{g^7' t u r tt, >fc;u 5 

[0041] r&mTfr^fr^fryj —i^i £is~c 
a tf;i/^.;i/-7 — y -7"a tT;i/^.;i/7 -< — 

^ K3S, -f y7"ntr;i/^7*>75 K3S. 



[0 0 4 2] r^y-^b<tt^-{SMT;i/=3r;b^;i//N* 
M 2 {@^±IB{S^T;i/=Jr;i/ST'gg|3 tl1i.il JbKU ft 

T^^*j i:LT«, 7 3>>3S#<0jiciRjR-?-i;$M2ffl 

^w?;!, if;i/75;i, yntr;i/T^yS, 
ww?;!, j;if;i/7 5;s, j;^nt;*7 5 
/m^mf e>n-5„ w;^^* h*& tit 

7 5 KS**fPiMT- 1 2 f@#±iE{£M7>>l/*;b 
ST'«mStvfe7^ K*&3Si*L. **;b75 Flfc ^ 
^;b7 5 KS, ^n^;u75 KS^#W e»4x&. 
[0 0 4 3] *»W-fb-&* (I) ^flaOK^S:* 

^W-fb-^ft (I) Ctt, M£i&1tMf&?Z> 
3;\*i, 7v-;H, vi/-f>», u>=m 

bk, ^*y*j\s*>m. 9 s.ym^<Dmmmt(Dm 

(I) teTKfn^, x^y-;i/^©^fo^^#^«) 
[0044] (»jgj56) *?§^-ffc-&^ ( I ) tt, ffi* © 

[0 0 4 5] 

Mb l 3 ] 




(Vila) 

[0 0 4 6] (5£tf», Ritt, 7K^M^. ®^7;i/^r;b 
3Z.ttAS$:«i*L, R5i±, TK^M^Xtt Y - Ce H 
sfe**^*. ) 

*«BSffitt. (Vila) T?5%ati*>f >KU^ 

-fb^ftS:a7t-tSii:K:«fc»J, (VI I b) T'^ 

sn*>f >KU-;wb-&«S:»s«Ji-e»*. 

tt, -OKUMb-^* (Vila) $:MWTtTtCfct-t 
jbZ-&& : b<DT*2bZ>o 50 



(VI lb) 

[0 0 4 7] ^IS-fbMlSOfflSttbTtt, A7^"9A. 
SrffiJt-rsfetttC *ftiM)t<OI!l J ?>*Bt'fb-^hU'?A, * 

1Mb* >J ^ A«©aa£©ssjD3V#* bv*»&#a>*. 

[0 0 4 8] »ZljHjS 
[0 0 4 9] 

Hb i 4 ] 
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[0 0 5 0] (5£efi, QHmMmZM&L. R 4 litulB 

[0 0 5 1] *mmmiZ, N-/<>:yVMfc&fSS:?fo£ 
-fb-&*S#«%i©T'&S. ^-iST'tt, (VI 

1 1) t-^itxs^; u>ft-&*> (xa-^s: (ix) 
Mt&m (x) fcfc/FfSffitsaijiMttMaifiT. an? 

[0 0 5 2] 



30 



o 



(DMF) , V*?)IT1Z hT$ S\ ^h^^ 

M-ftJSIt fh7tKn75> (thf) , 

h;i/x>, 7th-h'J;k 
;i/J* /I/ * * */ K*-f> i tl e> ©s^»8*«i*»f 

[0 0 5 3] J&=JSffiS 
[0 0 5 4] 

Hfci 5] 

o 




<CH 2 ), 




Q 2 



'•V 



<PHJ, >l s HO — R 4 
(X.) < x ") 





(CH 2 ) 



OR* 



[0 0 5 5] (^tfJ, 

) 



r 5 , p&o* qtttWB©***:*-* 



-jH* (XI) 7? 

-«5S: (xii) t* 



50 



[0 0 5 6] Bm&Q 2 £LX&. flfitf, ^ay>JB( 
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'J ? A, Tf^-fb^ h 'J ? A. h U 9 A* h K, 

hy^ih^>K*) *&*in-r5©##*Hr\i * 

o 

OH 
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[0 0 5 7] ^egsgjS 
[0 0 5 8] 
Hfc 1 6 ] 

o 



(*«f», R4, R5, 



(XIII) 

P&tf qttfliFfB©*!* 



HO — R 4 

pai) 





OR 4 



10* 



[0 0 5 9] 

fc^-rs. ) 

7 5. K-ffcSlST?*y, -JRj£ (XIII) T» 
I I) TfwSft6t Kn*Mb£fti:**tSHt8«+?fr 
[0060] ft#*ttaBi*-'nJ<>il© : R«rt?ftMsn 

(^Jx.«^>^/H , JT > y-;bxx-^;i/^i:*) , 

m^ujfy^. rattr^ k, k*s**, Mrs? 20 

o 

(CHj),, Y 



[0061] ^e>ft5#;i/sK>ifcffl£j£ttSBii 




*»fcLTtt£fcBteK**-hytfA. «MteK**ytf 
A, j^gtf-hU^A, 9A*©M«W!filS. MJ 

try s;>*©:£*fft3Stf¥tf bfts. 
[0062] msm& 

[0 0 6 3] 
Ht 1 7 ] 






(16) 

[0 0 6 4] (5£i*», A* ASR(f>Z*«NH-p»* 
R la > pfttfqttlWB©***^*-*. ) 

;i/ x y 7. )\> ifr — & £ . 

[0 0 6 5] #Jlflft^fttfA«ffl7$> 
#2»"e*S<fb-&* (la) £N-7;i/=¥Mb&fSX& 

N-r5-n/#;wfciEJSa-ttr, 3«7s>-e»&<fb-&* 50 




N _CH 2 -R«» 



(lb) Xli (I c) £#£%©T*&£„ » 

ffi©N-r^*MiiSJi6T?*«. da) t-e© 
<Rj&#f&*©7;b*;Wb&i (xiv) £&7;bn-;i/X 

[0 0 6 6] B(B&1*. HfoMt-S-SfST-feSo fb£4fe 

da) t-?-©H^P5a©T;i/-7-*t k (xv) am*, 



17 



(10) 
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a) h*<DKfottfa^(»i\L'&® (XV) £&JK& («X 

o 



* T**fbHJ&£l±£^tlCj:UfToTt>J:V\, 
[0 0 6 7] fl; 
[0 0 6 8) 
Utl 8] 






(la) 



(XVI) 



(Id) 



[0 0 6 9] (5£(f, A' gt p5Lt>*qttHafa©^I5(c$: * T U -A/\f7> (XVI) £ & V >7 U U * # >^ 



m-t&. ) 

W*©3«7 5>"e&Sfl5-&* (I d) fc#Sfc©T** 

So -ffr&tt (la) MJ3K20 



iiiiaTlff b ft # <=> fr*>ns . 

[0 0 7 0] 
[0 0 7 1] 

Mb i 9 ] 



o 



XI* R 2 — Q 3 



[0 0 7 2] (5£tK 



{19) 

Rla, 



(XVII) 



(CHj) 




ySHJttStlS. 



tt3«r$>^»S-fb^» (Ie) SrN-TJl/^MbS 
f5lCj;'J4mr>^-^A'fb^ (I f) &»S%>©-e 

(I e) fcli, (IV 
a) , (Va) £L K (Via) T?js*3ft*fb-&W«:H 
V\ -fb^ (I f ) £MU (I Vb) . (Vb) 

2itf (vib) T?jS3*i*>fb-&*8:v^. 

[0 0 7 3] afcRJStt. fb"&« (I e) £*<DRI&#J& 
M(DT)V*MtM (XVI I) t4'>^fM^A7 5 

Xtt^h9fc Ka?^*©*?^**^ *#Ttt£ 40 
Si^Ts Xtt»&ic,fc yj&HTJIli*-* »J*t*> 
*i<&. T;i/^;Wb^Ji:bTtt, {S^t^^wn^ h\ 

[0074] (-t©fla©«jtis) *»w-fb-&44»*Aa© 

R l jfoMRJK^Tf & -5 {fr&fc tt, R 1 - B - R 3 T» jj* 

s*iss , r»«*»W'fb-&«J:y*Bsan<&. -^©^ 

ffi-ett, Ri#5£- B - R3T?3a%S4x6afe*S*»l|!fb 



[0 0 7 5] *«fft^WR3^75 ; 7ir;Hf 

&2>it&®iZs R3^- h a 7x-^«-e»s*»w-fb 

x-^t?***^^^**:. mm 
-fbiRiss-&T#e.ns. te©SBST?«:, R3#- ha? 

x=.^l6Tf*6*»^b-&*S:. *©£f5*tJCS*©*fe 
«&. *XXtt3E»*©&JIH5P«£T, ^fStt»«*, 

}CJ:'J, fe>*i6. *5§B^b^*R5^7x^;bSX 
2?/l/ST? & S 4 b-£*btt. R 5 jtoKHMfrfT* * * -f b 

■&*&t&ia*3ixtt»A»HSfc ra«tc»si-r& £ tc «fc 

[0 0 7 6] Z(D£oi: 



LTJHJia4xfc*»W'fb1 
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[0 0 7 7] 

mma>%}%:i ^mit-^mt. Ax*y>M3^g# 

mm <«*.«, m»&Si&tim, 

&z$m.mm) (D=?Mm3§L <izmmmt lxght'& 

[0 0 7 8] tfic. i&«»fc#*E+a 
saHRtt#w < , ;Mi^©i!i^ffl ©4>& v % 

[0 0 7 9] ^^-^©AX* U >Ms5t»#tC» 

[0 0 8 0] AX* 'J >MfMHfnffiW» 
a. 0HK*©m 

#M2 0 0 g#&3 5 0 ggS® Wistar #jttt5*y h 

(h*slc) (Djzmfen. ^B»fe«fctfWTj»s:*im 

L, 5^ii0 1OOmM i&fb-t- h U lOmM 
Stft-ry*2/^AS:*to2 OmM HEPESAy7 
T- (pH7. 5, JSATHE PE SA>v7 & 

ut^, so, oooxg, 4TCT-10 d-ras&iMHK 

50, OOOXg, 4tT*10 #HjBaMM&««:fTo 
fc. £©«*&HEPES-rt<y77-K:J»«3irc-8 

[0 0 8 1] b . AX* U >Mi 
Doods £>©;£?£ (J. Pharmacol. Exp. Ther. , 242, 257, 

1987.) £Bfc&LTfTofc *B&£RK^#> [ 3 H] 
-t?l/>-tftf> (Pirenzepine) £ «fc tfflftfrf fc-&* & 
0. 5ml©HEPES;ty7r-t| I ?25lC, 4 5^ 
PI-f^^a^-hLfe^ 5ml©HEPESA'y77 
-&MT^7X7-f;H- (Whatman GF/ 
B) T'©§l«ii§L, 5ml©HEPES/^>77-t*3 

Ph] -tfvyH¥y(Dttttm®. zmfoi/y^u-i/ 
fe. *»wfb-&*©Ax*y>Miw#fc*r"r*Wfp 

■ffiti, Cheng and Prusoff (Biochem. Pharmacol., 22, 
3099, 1973) ICtfcoT, *|Ry#>KT»&4 C 3 H] - 

^ u > -t? tf > ©asitr & 5 o %flnwt 6 «tfrfb-&<foffla 

ft (ICso) J:Ul¥mUfe»«JE» (Ki) X^tbf^ 
[0 0 8 2] c. AX* 'J >M238tt*££!Xgft 



BH^fcUT'&KK**, SiU^>KtLT [3H] 
— % y r- (quinuclidinyl benz 

ilate) Sffl^fcffiitt. _tfB b ©AX* y >MiS«(fr« 

d. ax* y yM3^m^^M.m 

mm*t: isrmri&mM*. wmv k t lx 

[3H] — N — ^^;i/X 33^5 5 > (N-methylscopolami 
ne) Zm^mt* JtfBb©AX*y >Mi®gfM£^ 

10 [0 0 8 3] AX* y >5»#S*fi8Mfc 
a. AX*y>M2^^Mm^ 
HartleyjRtttt^^y h «fc »J'MJS:Sttfk WSJ 
T^^X^tC^SUa^ifX^TtCttttiiC&fB^Lfeo # 
*#i:fc*&ii*raffl¥*fb«. v^x^lc^-y^ri 
' -/l/Sr*»WK:«#bTiSSf^fflll6»S:#tf>. «4fil£f£ 
fSlii'J^^-MDSOWMffligl (ECso 
fit) ft-&«##T©EC5oM (3>bD- 

X«*JCjDiLT, H«K:fb-&*H?«T©EC5<HH«:#«> 
20 fc„ #^b-&4WPfiETTf©EC50<tfc3>hn-;i/©EC 
50ffl«tyJ8fllf^fflffll«©*^li[(B (dose-ratio) 
ffiU Schild plot iZMfflL, pA2i&#«)fe a 
[00 84] b . AX* 'J >M3 £8ttttf#URIjk 

HaTtley3mwZy b £BUfilS0BSit. JKJlfiSrfljyiW 
V>T/J\8§£^yffii-,, 1 0 c m©5fcflBia»«: 

Itt9 5%0 2 /5%COz &ii:SCLfc2-r 

i^i^^9o^Wbts<. torn, * 

30 >f n- R£S:A*ifc*'^X^ -v- WcB§£33£, 3-4 

c m©/j^tc«jw-rs. /wmH»©»tta8*»e>«jfctt 

14. 9 5%02 /5%C02 &i§«l/fe*-fa- KiS 
(3 7TC) &#tfl 0ml©V^5?X«(C^fib, 1. 
0 g©»*«:jl?lfLfe. SScJfeUfcfcwS^, 5X10-7 

40 [0 0 8 5] -e©^ n>Nn-;i'tbT> 

y >&««»aiDLT*n**i©«fl!«PB (i o-9~i o 
-4M) xmm^um^^o ■€•©«, ^^{C^^D- 
K* , rj|fl«S:4|Big^u 5ficfibfc«, it^®*i8.¥ 
L. l 0 4)-«»c, jfeSfcHSHcr-fe^n/ay yzflt^t 

So PA2 li Schild plot lCj:y#*fe 0 
[0 0 8 6] hJBffiftH? 

Hartley ^tS^^V h &, -BtlfiliOEa*, lffli«t 
i:A«4>i«[aJ©H©«*S:*ffibT. jft»ftl!IJ»S:«ty 

50 T. lofflAecot, a>Nn-^»fcSeftS-^»ffl 
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<Z>e>-&A/g#&«^U£. '©^#5:9 5%02/5% 
C02&j§fv,L/i3 7t(Z)3(^D-KI10ml £-£tf 
vy**WClH£U 1. OgfflKJMbfe. 3 0 

r^) . * ©fiM9 9 0 ftfflMW? -5 . 35KS#3cJ£ L B# ,6 

#U 3 0^lc*;i/An-;b (l 0-9~l 0-4M) 5: 
5MK^j&n-t5. PA2 l£ Schild Plot KJ:»J*«>£„ 

[0087] *»wft^»xtt-€-©a<z>iiixtt2aeii 

^yn-;i/***©te««©fc©#¥tfe>*iS. 
[0 0 8 8] i8#Ji«9W, AM, SttJW, 

*l©JgJHT**oT%»J:^. a«liffi«, %L¥MM<Z>£E 20 

6. 

[0 0 8 9] 

mmm\ «_h, #»imb#W&tf*©»Bi^K:o^T 

[0 0 9 0] (###! 1 ) 
[0 0 9 1] 
Mt2 0] 



30 




[0 0 9 2] Ifjl/ l-7i-M>F-;i/-2-A 
^JJWPS/U-M. 06g©^^;-;i/M25ml[C 
T;Ud">fiU»T. *7£{CT V^S/tfAO. 19g£;flD 
5~1 0TClCTll»«H¥Lfc. iR/S«[«:*?frT. 3 
1 2 m 1 lCi£¥, T>^E-T7KT'PH9 £Lfc 

tfe, sweets* ofc. mmzwM^^ztox.* 40 

ilfJl/=4 0 : 1 — 2 0 : 1) T'ffl^f-SZl fctC <fc 

[0 0 9 3] *»#*Ht (m/z) : 2 5 3 (M*) 
Mb (CDC 13, TMSftgP^ 

W) : 

5:3. 20 (1H, del, J = 5. 9, 14. 4H 50 



z) , 3. 60 (1H, dd, J=10. 2, 14. 4 
Hz), 3. 71 (3H, s), 4. 80 (1H, d 
d, J = 5. 9, 10. 2Hz), 6. 7-7. 5 (9 
H, m) „ 

[0 0 9 4] f^fflUHiiat, «T©#^0!I2© 

[0 0 9 5] (##$J2) 
[0 0 9 6] 
Mb 2 1] 




[009 7] ^f^/ 1 KU 2 

BWe&%& • tf-fr i -^>^;i/-Y>K-;i'-2-* 

mftmm (m/z) : 2 6 7 (MO 

(CDC 1 3, TMSW«$* 

5:3. 18 (1H, dd, J = 7. 9, 15. 9H 
z) , 3. 37 (1H, dd, J = 10. 0, 15. 9 
Hz), 3. 66 (3H, s), 4. 25 (1H, d 
d, J = 7. 9, 10. 0Hz) , 4. 31 ( 1 H, 
d, J = 15. 3 Hz), 4. 50 (1H, d, J = l 
5. 3Hz), 6. 44 (1H, d, J = 7. 9H 
z) , 6. 67 (1H, dd, J = 7. 3, 7. 9H 
z) , 7. 0-7. 05 (2H, m) , 7. 2-7. 4 

(5H, m) . 

[0 0 9 8] (###| 3 ) 

[0 0 9 9] 

Ht2 2j 




[0100] ff-JU 1, 2, 3, 4-fh7tK0- 
3fy U >- 2 -*;i/^^ri/l/- h 2. OgCD^DDI 
#>i§?£lC, h U 7x— ;i/tf^A^> 5. 5 3g#.tflf; 
IMI^fflO. 9 5g&H^ 2^*n^ilSSbfc^ 
gEH-^0. 9 5 gfeiD*.. 3£(C8 OXJfCT 5 Hlffl*tl¥ 

»««:«EET**bfc. »e>*ifcJStt£S/y*W*9 

(^^•9->/ / Sf^?n:^;u= 1 0/ 
l) -CIlMHU l, 2, 3, 4-fb7tFa 
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- l-y^-jvicJ >jy- 2-*;i//tf*>>i/-ho. 2 

[0101] 

SiMf (FAB, m/z) : 2 6 7 (M + ) 
M^&l&X^ Ml/ (CDCU, TMSWSP^ 
*) : 

8:2. 2-2. 4 (2H, m), 2. 8-2. 9 (2 
H, m) , 3. 6 5 (3 H, s) , 4. 4 8 ( 1 H, 
t, J=4. 4Hz) , 6. 5-6. 7 (2H, m) , 
6. 8-7. 4 (10 H, m) 

[0 10 2] 





II 

o 




10 



[0 10 3] (1656091) H-Fu 1 -7i-M > K 
'J>-2-*;i/^i/U-h0. 5 5g, 3-=*5t*U 
^V-;i/0. 3 6 g©hM>lSl2 0 ml C7A^ 
>^T, TK^b^-hU^AO. 0 2g?:M, 
S^^/-;i/$:l^^^^&2^raAnM^Lfc, jSf5?g 

»«ES:«B£Te*bfe. fcbftfcftii&x* / -;b 1 0 
mHC?§8?U 4«j£ift'fb7K3R-y3r*-9->a?Wlnil 

-;b-x— r;i/tc«fcUH-fb$-&fe^. x^;-;i/-i- 
e>SJga-t s 3 1 iz «fc »; , 3 - * 51 * >j s?r.;i/ 1 
-•7i^;i/-r>KU>-2-^;i/3^drJ/U-h 

0. 16 gSfffc, 

[0104] Kj& 201-203"C (dec. ) E 
t OH-E t 2O 

7C*##rte (C22H25N2O2C 1 • 0.. 2H20hl> 
T) 



20 





Y 


A 15 




1 


St* 




H C 1 


2 


-CH 2 - 




H0 2 (/ 


3 




0 


H C 1 



30 



mm 1 tmuizLx. 



C (%) H (%) N (%) Cl (%) 
MWlU 68.01 6.59 7.21 9.13 
H^Mfi 67.94 6.41 7.19 9.46 



C («) H (X) N (X) 
67.14 6.36 5.80 
67.14 6.44 5.66 
(III3) xf;i/ l -7ix;n'>KU>-2-* 

2--tD\s-fc*c*s\s- h (5 : 3 *B-&$!) 16. lgffl 
h;bX>2 0 0mlillC, 1 -^>i»-4 -fcf^'J 
tBR#*tI6 (C27H30N2O6 • 0. 2 5H20i:LT) 50 VJ-fr 1 2 4 g ^^TK^-fb^ h V ? A 0 . 24 6 g 



[0 10 5] (HJgM2) 3 'J 1 -/< 

>^;i/-Y>FU>-2-*;i/^dr2/u-h • 

M^t^ : 1 -'<>i?M>K l J >- 2 

1 4 1 - 1 4 31C EtOH 



(14) 
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25 

*, ma-&i&*3 oomi &*n;tWgex?-;i/T'ffiffi u 

^;b=4/i) zfclcfcy* 

4 - tf ^ U 1-7 i-A'f > K U > - 2 

3f*>U-M0. 7 g UTf#fc. 30)? 

*>2. OgT'^^nni^>2 0mHC^iU gfiT 
ti-?anifMnn*W-M. 6mi5:iT ! 

C (%) H (%) 

SUffi 66.27 6.51 

lii 66.51 6.45 

^ 3 (C^-t= 
[0 10 7] 
[^2] 



26 



J -J12 OmllCi§fl¥U — BftMSSitbfc 

i-7i-M>K'J>-2-A;b^i/l/- h • 

y e>S^S"T -5 3 i: {c «k U 4 - U l - 7 
x-;i/xf >K'J>-2-^;i/*f^S/U-S • f&SE&o. 

5 0 g *m&m&£ L/T#fc. 
[0 10 6] M 193 — 195X3 CH3CN 
io 5rJt##Tffi (C20H23N2O2C l • 0. 2HzOi:L 
T) 

N (%) CI (%) 
7.73 9.78 
7.78 10.10 



20 



30 



40 





Rs 




4 




H C 1 


S 




C0 2 H 
C0 2 B 


6 


X) 


2 H C 1 


7 




H C 1 


8 




H C 1 


9 


X) 





[0 10 8] 
[*3] 
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R 3 




l 0 




H C I 


1 1 


^ ^CH3 


H C I 


1 2 




C 

C 


0 2 H 
0 2 H 


I 3 




H C 1 


1 4 


XX} 


2HC1 


1 5 




2 H C I 


1 6 




2 • 


C0 2 H 
COiH 
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[0109] (Hffi«4) l-7i- 

;u-r>KU>-2-^;U/J?^rS/U-h • &M0. 5 0 
gffl^nDi^^lOrallliC, t^^ASST 
^ZSICT. 3 -^^f-^i^Ttj^AVl/^t h 0. 12m 

1. stfhuyt b*z/7kmitfc'ym-}-hV'y&o. 8 

8 g fc/jtlx., 1 6 B$mwm b fe. &JSflKfcffift£ftlK* 

9 7/3) T?»aS"t*rfcKlJ:»J, 1- (3— r=./l/) 

-4 -tr^u l > KU y- 2 

tfC3rS/i/- h 0. 5 5«&itfi?fi«*i:LT4§fc. l- 
(3 --r— ;i/) -4 -tr^u i-7i-m>k 

omi icmrn u 4 s£iwbic*©iii& x^;u»« o . 

-5^— ;i/) - 4 - fcf ^ U i?Jl 1 -7i-M > KU > 
-2-#;i/7tf3fi>U- K • !&®?i£0. 3 2gl:«jfi|gfi 

[01 10] jH& 204-2071C CH3CN 

7aR^«Mfi (C25H27N202SC i) 



30 



C (%) H 
iM9 65.99 5.98 
Ml 65.92 5.91 
HTO*««5Ml 2©^ 



40 



^M4 tra«{CL/T 

[0 111] (USSM 5 ) 1 - 7;i/7'JJl/-4 -£^l> 

1 -7i-M> KU >- 2 -;fr;i/jtf3f S/l/- K 

2 0 7-2 081; CH3OH 
7C^*fffl (C27H28N207) 

C (!*) H (X) N (%) 
65.84 5.73 5.69 
mfcfa 65.46 5.73 5.61 

mmme) 1- (2-fcf<;s;;i,*^;i/) -4-f^u* 

C (%) H (%) N 
aUft 61.91 6.19 8.33 



N (%) S (%) CI 
6.16 7.05 7.79 
6.16 7.23 7.93 
* 5; ;b i-7x-;K>KU>-2-* ;nj?^p i/ 1/ - h 
• 2J&$?& 

glffit^fe : 2 -t? U y^^^/^-rt: K 
0U& 116-118TC CH3CN-i-Pr20 
jxMiWrU (C26H29N3O2C 1 • H20£LT) 



C 1 
14.06 
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mMW. 62.23 5.92 8.36 13.98 

(Hi£057) 1 -/<>^;i/-4 -fcXU S» l-7i 1 9 0- 1 9 2"C CH3CN 

^;wf>FU>-2-#;i/#*$/U-h 5HR#*rffi (C27H29N2O2C l • 0. 

JMSHfr&tt : ^>X7Aft F * T) 



2 5 H20£ L 



H 
5.76 
5.70 



C (%) H 
33MB 71.51 6.56 
^ffi 71.81 6.51 
(HSg^J8) 1- -4-fcT^y 
Vfr 1 -7i-;H>K'J > - 2 -%Jl#*i/l'- h 
- 

C (% 
65.06 

Uttlt 65.23 

(IWJ9) 1- (4--hu^-y^;v) -4-tfA;ij 
1 - -7 x > F U > - 2 - # ;1/jK=* £/ u- F 
IR|sHb-&* : 4 -- hn/<>xr;i/rt F 

gfc* 1 2 7- 1 3 0TC CH3OH-CH3CN. 
TC^tfH (C27H27N304ilbT) 

C (!*) H (5K) N (36) 
70.88 5.95 9.18 
70.64 5.95 9.20 

1- (3-tl?n^M>^) -4- 

C (%) H (%) 
StUB 69.34 6.31 
£ftft 69.17 6.25 

(H56M1D 1- (4-**\;w*>s>;i/) 
U 1 - 7 31 n;b-r > F U > - 2 - * * */ 1/- 

n • mas. 

C 

72.63 
72.52 

(HJSM12) 1- (3-^nn^>-») 



N 

6.18 
6.25 



10 



C 1 
7.82 
7.82 
1 7 7 - 1 8 3"C 
^mfttiriM (C27H28N3O4C 1 
T) 



C 1 
7.11 
7.25 



CH3CN- i - P r 2O 

0. 25H20tl 



mm 

mmmi o) 



N 

8.43 
8.37 

★ tf^u 1 -7^-)i^y K>; >- 2 -#;i//}f3f 
3 -t Ka*M>Xr;i/ft: K 

204-209°C (#8?) EtOH— Et20 
7ttJR^*fffl (C27H29N2O3C 1 • 0. 1 5H20tU 
20 T) 



C 1 
7.58 
7.88 



N 
5.99 
5.99 



H 
6.75 
6.82 
4 



u 1 fu y- 2-^)v^yi/- 

IM^ft : 3 - ? □ o ^ y XTfrTt F ♦ 

C (%) H (%) 
3§&ffl 64.32 5.49 
H^ffl 64.21 5.45 
(HJ6M13) 4-tT^US?;b l-7i-M>N*'J 

'J"?A0. 3 8 g©71Z h— h U;i/!8SS?R1 5 m 1 (C 3 
-^^jKy^jvzfus. FO. 24g?:iTU mc 

yj - (^nn*w^^;-;b=50/i) t-M 
fszihtcj:^ l- (3 -^^;i/K^s;;i/) -4 
*<yy)\, i - 7i-M>KU>-2-*;i/^i/i/ 



gj; * 184-186 'C EtOH — Et20 

A TtfU^ffi (C28H31N202C 1 t bt) 

N (%) CI (%) 

6.05 7.66 

6.06 7.67 
♦ 114-11 8TC CH3CN-i-Pr20 

TfiSWMJHit (C29H29N2O6C 1 • 0. 
T) 



2 5H20£L 



N 
5.17 
5.09 



C 1 
6.55 
6.89 



40* y-;i/2 Omllc?gfl¥U 4^&ft*iii-£?:*3f-9-> 

@#&x#y-;i/-x— f^SSfilb, l-(3- 
^^;b^>i/;i/) -4-tf^Ui/;i/ i-7i-M> 

FU>-2-#;i/7tf^>U-h -aLIWft0..4 1 g&ftg 

[0 112] 

194-196 °C EtOH — Et20 
7C3R4)"*fffl (C28H31N2O2C 1 tit) 



C (%) H (%) N (%) 



CI (%) 



31 



(17) 



32 



4fP¥07-258250 



10 



St&'fi 72.63 6.75 
9t&m 72.38 6.82 
(S£S60<1 1 4 ) 4 - tf * U if)]/ l-7i-M>KU 
>- 2 -#;W?*S/l/- S • i&m&O. 5 0gWgl 

#y>7A0. 3 8 g©i/7f ;^;iA7$ KSS«i 5 

*7-;K). 5 7g«:in*.. 8 01Cf4l§»Lfct, 
*#T, *&*tJx., ilifW'Wlfc. *T4M& 

;-;i/=5o/i) Tfwas-tsifcicfcy, i- (n — 
h u 5 -y<y%-i $ #vu - 4 - tf ^ 

y ^Vi/ l -7x-M>K'J >- 2 -#;i/5t?3f S/b- 
hO. 9 0g5:|EfeMi)i:lTffe. d*l£7-feh> 
3 0ml \zmM U 1 iiJg&g? 6 m 1 trill*., 1ST* 6 
«rlSIS#Lfc«, «ffiT«*8bfc. h 

C (%) H (%) 
SUM 61.02 6.07 
HSfrfB 61.27 5.83 
(H^J15) 1- (3 -—Yu^yVM -4-hf^ 
y ^Vb 1 -7i-M>F'J>- 2 -^;b3K#>>L/- 
hO. 6 3g?:^^;-Jb3 0ml(;ilU =y%- — 

**y-;i/=9 7/3) -eJBRHfSifcic**;, l- 

(3 -75 J^yVKi) -4 -tf^U 1 -7i- 

;b-f>Ky>-2-*;b/ifdri/i/-f>o. ngl^S 
[oii4] l- (3-7$; / <>y;i/) -4-tf^y 

1 - 7iiM>K'J >- 2 -#;i/>K*2/l/- 

C (%) H (%) N (%) 

SIHS 63.65 6.33 8.25 

m%kW. 63.48 6.12 8.28 



6.05 7.66 
6.00 7.70 

5A^n7h^77-f - (^□n/ftZ»;i//;t#y'-;b= 
1 o/i) T-sftSSI-r-sziKcfcy, l-ClH-'OX 
-f ?^y-;i/-5->f^f;i/) -4-t:^ys/;i/ 1 

-7x-;b-1'>Ky>-2-^;U3j<^rS/l/-l-0. 4 9 
g ^M^m^t UT#fe<. ZL*l£x* y 1 0 m 1 
lC?gfl¥U 4«J£ifiBft-S?;t-3Mf->ig«0. 9ml £iD 

;i/ SSS-f b U fc^. x ^ y - p> s^a^-r s 3 i: {c 
«fc»j, i - (i H-^>x-f 5^V-;i/- 5--r;i/^^ 
;b) - 4 - tf^ y l - 7x-M y K y > - 2 - 

[0 113] K 16 8- 17 OX: EtOH 
7C^*fffl (C27H30N4O2C 12 • H20t LT) 
N (%) CI (%) 
10.54 13.34 
10.23 12.97 
JKO. 13g?:^^;-M0mlt:iiU 4Mfei&it 
*3R<D»B»x^-;i/ie*0. 3ml S:j6DA.fc«, JSS»S« 

y-^&ssKfft-rsifctcAy. 1- (3-7$;^ 

-4-^y^';i/ 1 -7i-M> Ky 
2 I/- h • 2%ife%0. lOg^MM 

[0 115] 

30 167-173 °C CH3CN-EtOH 

KmftffiM (C27H31N3O2C 12 • 0. 5H20ilL 
T) 



CI (%) 
13.92 
14.25 



1 5il[SI«{CLT> JMT<Z>; 



[0 116] (HJBW16) 1- (4-75M>*; 

;i/) -4-tf^y^';i/ i-7x-;w>K l J>-2- 

JBtfHfc^ft: 1- (4-xhn^>^;b) -4 -t:°^>J 

i» 1 - 7x-M>F'J >- 2 h 

ffll& 108-1 12"C CH3CN 

jxMftffiUM. (C31H33N3O10 • 0. 2 5H2 0i:LT) 
C (9S) H (%) N (96) 
Wffifc 60.83 5.52 6.86 
^&fit 60.84 5.36 6.85 

(mmmi 7) 

[0 117] 



Mb 2 3 3 



40 




COOH 



HOOC'' 

[0 118] 1, 2, 3, 4-fh5tKa- 

1 --7xx;i/dry y >- 2 -*;i/#^ri/U- h 0. 2 3 
g, 3-3f5t?yS/>V-;i/0. 16gffih;i/X>Hl 
0ml lC7;b=r>^f5T. TKfSUb^" h'J^AlOmgl: 

in*., 6 «riaaBiiL 

50 . fe„ Sli5*SS?a*T»?&aibfe«, ttfn*»*S:in*., 



33 



(18) 
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A^A^dvF^?^ - (>?umis)\,j*/*z j -)], 

= 2 0/1-1 0/1) T*»§gU 3 -3fS? U S?x;b 
l, 2, 3, 4 — r-h^t: Kn- l -7i-**; U 

j -jimmzy^jimi 9 mg &#n*.> ^^mjets 

»Jfeas#. £ft&x4ry-;i/-x~?;i/j:»;?f|gfi*- 
Si^iciy, 3-*5i^uy-;i/ 1, 2, 3, 4- 
fh7t Kn- 1 -7i-M; U >- 2 

[0 119] 

BL& 160-1621C EtOH— Et20 
JSIWMFHi (C27H30N2O6 • H20tLT) 

C (5K) H (X) N (56) 

Sfltt 65.31 6.50 5.64 

^&fi& 65.40 6.13 5.58 
(*S6«1 8) 
[0 12 0] 
Hb2 4j 




[0 12 1] 3 -dp** U y— ^/ 1 -7i-;W > K 
V y- 2 i/U-b 0. 8 0gCD2-^"^y 



> 1 OmligSgKia'Mti^^l'O. 1 5ml?:M, S 
^zx-mmW L£„ £fk*£{ci/"x^;i/x-^;b5ml 
&*n^^Lfc«^&^Lfc^, s?x^;i/x~5\n/ 

T-gfct£-t£X£tCJ:U, l-*?\fl/-3- [ [ (1-7 

— f>K'Jx;u) £;i/jtfx;i/] tfdfi/] 
^'Jzi?a 3-s;ko. esg^^r^?^ 

[0 12 2] liMffl (FABMS (Po s. ) , 
m/z) 3 6 3 (M + ) 
10 #^i6S©JR^^^ h;b max(KBr)cm-l : 1 74 6, 1 5 
04, 1184, 748 

sway***** wi/ (DMso-de, THswawas) 

6 : 1. 5 2-2. 0 0 (4 H, m) , 2. 12, 2. 
21 (1H, sX2), 2. 94, 2. 95 (3 H, s 
X2), 3. 07-3. 20 (1 H, m), 3. 2 0- 
3. 52 (5H, m) , 3. 5 4 -3. 6 7 ( 1 H, 
m), 3. 83 (1H, t, J = llHz), 5. 00 
-5. 15 (2H, m) , 6. 7 2-6. 8 0 ( 1 H, 
m) , 6. 9 8-7. 4 2 (8 H, m) 

20 je*T©SQfi« i - 1 #s i - 5 7 -en, ±m<Dmmmt 

&{t&mzwii<-t&. H56M1 - 4 7&tf i - 
4 8«, mmmi t £ffl&<z>ixi&~ew£&2nz>. 
iijsm i-5i. i-52. R-ammm i-56d m 

[0 12 3] 
[*4] 



(19) 
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: 7 "0 



(IMa) 





Y 




1-7 




( N-CHo-^ i — C{CH 3 ) a 


1-8 




C N— CHa-<£ CH* 

\ / 2 \ / 13 


1-0 




\ / 2 V-/ 


1-10 




PCH 3 


1-11 






1-12 




CN 



40 
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Y 




1-13 




( N-CH 2 -Y V~CF 3 


1-14 






1-15 




NHCO 

\ / v_y 


1-16 




NHSOa 

-o^-c} u 


1-17 




0 

— Cv n ~ ch2 " < C3 — scH3 


1-19 
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(lira) 





Y 




1-19 






1-20 






1-21 






1-22 


mass 


H 


1-23 






1-Z4 







[*8] 
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Y O 




(Ilia) 





Y 


-0 


1-25 






1-26 




V_V i v_/ 

CH 3 


1-27 




CH3 "CH 3 


1-28 




-O- ch °i h ^0 

CH 3 


1-28 






1-30 
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ro 



(Ilia) 





Y 


-© 


1-31 




N TC N_CHa "0 


1-32 




[^N-CH 2 -Q 


1-33 






1-34 






1-35 




^^N-CH a -^^— CH 2 NH 4 


1-36 




^ \i-CH 2 -^""^>— CH 2 OH 
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rV© 




(Ilia) 





Y 




1-37 




CH 2 OH 


1-38 




( ^N-CHz-^^— CHO 


1-39 




COaCHa 

-O- qh2 ~0 


1-40 




CH=CH 2 


1-41 




C W S » 

CI 


1-42 




F F 



[am 
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50 





Y O 




(Mia) 



[0131] 





Y 




1-43 


mf&-£ - 


F F 


1-44 




H 3 C 

— <^N-CH 2 -/^-CH 3 
H3C 


1-45 




O 


1-46 




OCH a COOH 


* * [gl2] 

rV 0 

|l J (»*) 




Y 


-0 


1-47 






1-46 







[0 13 2] 



C«l 3] 
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Y 


-© 


1-49 






1-50 






1-51 






1-52 






1-53 






1-54 




H 




[0 13 3] 
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C 

I! 

Y O 




(ilia) 



mmm 


Y 


-© 


1-55 




"TO- 0 * 


1-56 




\ \ / % CH 3 f 


1-57 






1-58 







54 



7D> h^-i/ 



(51)Int.C1.6 

A 6 1 K 31/55 
C 0 7 D 401/14 
403/12 

405/14 
453/02 
471/08 
487/08 



ACV 
2 0 9 
2 0 7 
2 0 9 
2 0 9 



F I 



7019-4C 



mmmm mm R 

^RSJR^rpo < LSF 1-2 —25 3 - 



(72) 



m&mimmm i $®*mffi& 3-4-8 



